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Stellingen 
behorende bij het proefschrift:
Real-world inﬂ uenza vaccine effectiveness
New designs and methods to adjust for confounding and bias
1. After adjusting for biases in a meta-analysis of cohort studies, estimates of 
seasonal inﬂ uenza vaccination still indicate effectiveness in the community-
dwelling elderly (this thesis).
2. Although multiple techniques are available to adjust for bias at the meta-
analytic stage, the best strategy is to reduce the effect of bias by conducting 
high-quality individual studies especially with respect to study design and 
analytical approaches (this thesis).
3. Negative correlation between vaccination status and proportion of cases 
partly indicates that by increasing vaccination uptake rate the prevalence of 
inﬂ uenza positive cases can be reduced (this thesis).
4. The methodological limitations of the conventional meta-analysis approaches 
should be considered in interpreting the results and addressed in the currently 
available meta-analysis guidelines (this thesis).
5. Not adjusting for potential confounders will bias inﬂ uenza vaccine 
effectiveness (IVE) estimates, commonly leading to an overestimate of the 
vaccine’s effectiveness and hence hamper the validity of test-negative design 
(TND) case-control studies (this thesis). 
6. Understanding the complex mechanism that underlies the variation in IVE 
against virus (sub)types/lineages is necessary to explain when and why 
inﬂ uenza vaccine shows low effectiveness (this thesis).
7. Selection of different control groups in TND studies affects the IVE and may 
bias the estimates (this thesis). 
8. Somewhere, something incredible is waiting to be known (Carl Sagan).
9. We cannot solve our problems with the same thinking we used when we 
created them (Albert Einstein).
10. If scientiﬁ c progress in multidisciplinary research (e.g., combination of genetic 
data in TND case-control studies) on inﬂ uenza vaccines exceeds the inﬂ uenza 
virus evolution rate, then vaccines may provide their highest effectiveness 
(Maryam Darvishian).   
